Table S1

5mM caffeineBD 20°C 26.0 256 73 OmM caffeineBD 20°C 230 244 61 0.1006 5.3% no effect
10 mM caffeineBD 20°C 23.0 242 66 0OmM caffeine BD  20°C 230 244 61 0.9981 0.5% no effect
30mM caffeineBD 20°C 40 160 16 OmM caffeineBD 20°C 230 24.4 61 7.43E-19 -34.3% decreased
11S RNAI EVIRNAi) 5 mM caffeine  15°C 280 30.2 213 EV[RNAI) O mM caffeine  15°C 25.0 25.9 253 8.62E09 16.6%  increased
(Figure 7C,D,E) EVIRNAi) 10 mM caffeine  15°C 310 35.7 195 EVIRNAi) O mM caffeine  15°C 25.0 259 253 G5.64E-28 37.6% increased
daf-2(RNA/) OmM caffeine  15°C 47.0 456 218 EV[RNAI) O mM caffeine  15°C 25.0 25.9 253 4.30E-46 75.7%  increased
daf-2(RNAi) 5 mM caffeine  15°C 46.0 46.4 266 EVIRNAI) 5 mM caffeine  15°C 280 30.2 213 1.80E-40 53.5% increased
daf-2(RNAI) 10 mM caffeine  15°C 475 43.1 206 EVIRNAI) 10 mM caffeine  15°C 310 357 185 1.40E-26 37.6% increased
daf-2(RNA/) 5 mM caffeine  15°C 46.0 46.4 266 daf-2(RNAI) 0 mM caffeine  15°C 47.0 456 218 0.6015 1.9% no effect
daf-2(RNAI) 10 mM caffeine  15°C 475 49.1 206 daf-2(RNA) 0 mM caffeine  15°C 47.0 456 218 0.0148 7.7%  increased
daf-16(RNA/) O mM caffeine  15°C 20.0 215 215 EV[RNAI) O mM caffeine  15°C 25.0 259 253 1.7%E-20 -16.9% decreased
daf-16(RNAi) 5 mM caffeine  15°C 240 223 272 EVIRNAi) 5 mM caffeine  15°C 280 30.2 213 6.61E35 -26.2% decreased
daf-16(RNA/) 10 mM caffeine  15°C 240 25.8 180 EV[RNAI) 10 mM caffeine  15°C 310 35.7 185 9.79E-28 -27.7% decreased
daf-16(RNAi) 5 mM caffeine  15°C 240 22.3 272 daf16(RNA)) OmM caffeine 15°C 20.0 215 215 0.0884 3.6% no effect
daf-16(RNA/) 10 mM caffeine  15°C 240 25.8 180 daf-16(RNAi) O mM caffeine  15°C 200 215 215 4.51E12 19.7%  increased
Longevity Pathway S mM caffeine  15°C 310 346 418 OmM caffeine 15°C 25.0 26.6 416 1.25E-38 28.8%  increased
Epistasis 10 mM caffeine  15°C 36.0 36.5 426 OmM caffeine  15°C 25.0 26.6 416 3.10E-54 37.1%  increased
(Figure 6;7A,B) daf-16 O mM caffeine 15°C 240 26.8 243 OmM caffeine 15°C 25.0 26.6 416 0.8121 0.7% no effect
daf-16 5 mM caffeine 15°C 255 27.8 216 5mM caffeine 15°C 310 346 419 4.04E16 -19.7% decreased
daf-16 10 mM caffeine 15°C 255 26.9 242 10 mM caffeine  15°C 36.0 36.5 426 1.06E-36 -26.3% decreased
daf-16 5 mM caffeine 15°C 255 27.8 216 daf-16 0 mM caffeine 15°C 240 26.8 243 0.0613 3.5% no effect
daf-16 10 mM caffeine 15°C 255 26.9 242 daf-16 O mM caffeine  15°C 240 26.8 243 0.01%6 0.4%  increased
cep-1 OmMcaffeine  15°C 320 335 1386 OmM caffeine  15°C 25.0 26.6 416 3.77E-10 25.8%  increased
cep-1 SmM caffeine  15°C 43.0 38.8 177 5 mM caffeine  15°C 310 346 418 0.0003 15.3%  increased
cep-1 10 mM caffeine  15°C 350 37.2 160 10 mM caffeine  15°C 36.0 365 426 0.5192 1.8% no effect
cep-1 SmM caffeine  15°C 43.0 38.8 177 cep-1 OmM caffeine  15°C 32.0 335 186 2.81E06 18.89%  increased
cep-1 10 mM caffeine  15°C 350 37.2 160 cep-1 OmM caffeine  15°C 320 335 186 0.0033 11.0%  increased
sir-2.1 OmM caffeine  15°C 280 319 159 OmM caffeine  15°C 25.0 26.6 416 3.05E-09 19.7%  increased
sir-2.1 5mMcaffeine  15°C 35.0 348 181 5mM caffeine 15°C 310 346 419 0.9844 0.8% no effect
sir-2.1 10 mM caffeine  15°C 36.0 36.4 158 10 mM caffeine 15°C 36.0 36.5 426 0.8455 0.3% no effect
sir-2.1 5mM caffeine  15°C 35.0 348 181 sir-2.1 0 mM caffeine  15°C 28.0 319 158  0.0055 9.3% increased
sir-2.1 10 mM caffeine  15°C 36.0 36.4 158 sir-2.1 0 mM caffeine  15°C 280 319 159 3.17e-06 14.2%  increased
hif-1 0mM caffeine 15°C 27.0 27.2 404 OmM caffeine  15°C 25.0 26.6 416 1.09e07 2.0%  increased
hif-1 5mM caffeine 15°C 31.0 316 340 5mM caffeine  15°C 310 346 418 0.0023 -8.6% decreased
hif-1 10mM caffeine 15°C 310 33.0 294 10 mM caffeine 15°C 36.0 36.5 426 2.06E-05 -9.7% decreased
hif-1 5mM caffeine 15°C 31.0 316 340 hif-1 OmM caffeine 15°C 27.0 27.2 404 2.92E14 16.2%  increased
hif-1 10mM caffeine 15°C 310 33.0 294 hif-1 OmM caffeine 15°C 27.0 27.2 404 7.95E-20 21.3%  increased
Intervention Control Change
Median Mean Median Mean RankSum  in Mean Effecton
Experiment Name Temp. Life SE“ Life SE" N Name Temp. Life sEn Life §E“ N P-Value Life Life SEn
Dose response 5mMcaffeine 15°C 35.0 36.7 977 OmM caffeine 15°C 27.0 28.6 1037 1.84E-83 28.5% increased
(Figures 1;2) 7.5mM caffeine  15°C 340 342 1386 OmM caffeine  15°C 27.0 28.6 1037 8.92E-20 18.6%  increased
10 mM caffeine  15°C 3%.0 39.1 e44 0OmM caffeine  15°C 27.0 28.6 1037 2.97E-98 36.7%  increased
20 mM caffeine  15°C 340 347 227 OmMcaffeine 15°C 27.0 28.6 1037 3.10E-22 21.8%  increased
50 mM caffeine  15°C 17.0 16.9 188 0OmM caffeine  15°C 27.0 28.6 1037 3.70E-55 -40.9% decreased
75 mM caffeine  15°C 3.0 49 57 OmM caffeine  15°C 27.0 28.6 1037 7.07e:37 -82.8% decreased
100 mM caffeine  15°C 3.0 30 83 0OmM caffeine  15°C 27.0 28.6 1037 5.02E-52 -89.5% decreased
0.5 mM caffeine  20°C 26.0 26.5 186 0OmM caffeine  20°C 23.0 246 575 0.0001 7.7%  increased
2.5 mM caffeine 20°C 280 28.8 167 OmM caffeine  20°C 23.0 246 575 1.12E15 17.2%  increased
5mM caffeine  20°C 26.0 27.3 523 0OmM caffeine  20°C 23.0 246 575 8.27E-13 10.8% increased
7.5mM caffeine 20°C 280 26.7 243 OmM caffeine  20°C 23.0 246 575 8.54E08 8.7% increased
10mM caffeine  20°C 28.0 28.8 227 0OmM caffeine  20°C 23.0 246 575 1.87E-14 16.9% increased
30 mM caffeine 20°C 1%.0 186 92 OmM caffeine  20°C 23.0 246 575 1.55E-18 -24.4% decreased
5 mMcaffeine 25°C 14.0 15.4 178 OmM caffeine  25°C 17.0 17.8 170 1.97e07 -13.6% decreased
7.5mM caffeine  25°C 15.0 15.8 185 0OmM caffeine 25°C 17.0 17.8 170 2.54E05 -11.6% decreased
Bacteria Deprivation OmM caffeineBD 15°C 48.0 440 136 O mM caffeine  15°C 310 336 248 1.57E16 31.2%  increased
(Figure 5A,B) 5mM caffeineBD  15°C 45.0 451 131 5 mM caffeine  15°C 48.0 445 228 0.8533 1.5% no effect
10mM caffeineBD  15°C 43.0 42.4 146 10 mM caffeine  15°C 47.0 440 218 0.0764 -3.7% no effect
20mM caffeineBD  15°C 38.0 379 58 20 mM caffeine  15°C 38.0 37.1 159 0.5511 2.4% no effect
50 mM caffeineBD 15°C 140 147 95 50 mM caffeine  15°C 13.0 19.1 141 4.47e08 -23.1% decreased
5mM caffeine  15°C 48.0 445 228 0OmM caffeine  15°C 310 33.6 248 3.09e-29 32.5% increased
10 mM caffeine  15°C 47.0 440 218 OmM caffeine  15°C 310 33.6 248 1.90E-24 31.1%  increased
20mM caffeine  15°C 38.0 37.1 159 0OmM caffeine  15°C 310 336 248 0.0004 10.4%  increased
50 mM caffeine  15°C 19.0 19.1 141 OmM caffeine  15°C 310 33.6 248 2.82E42 -43.0% decreased
5mM caffeineBD 15°C 45.0 451 131 OmM caffeineBD  15°C 48.0 440 136 0.9406 2.5% no effect
10mM caffeineBD  15°C 43.0 42.4 146 0OmM caffeineBD  15°C 43.0 440 136 0.0643 -3.8% no effect
20 mM caffeineBD  15°C 38.0 379 58 OmM caffeineBD  15°C 480 440 136 0.0001 -13.9% decreased
50 mM caffeineBD 15°C 140 147 95 OmM caffeineBD  15°C 48.0 440 136 3.79E35 -66.6% decreased
OmM caffeine BD 20°C 23.0 244 61 0OmM caffeine  20°C 210 213 70  0.0001 14.4%  increased
5mM caffeine BD 20°C 26.0 256 73 5 mMcaffeine  20°C 26.0 253 92 0.5702 1.4% no effect
10 mM caffeineBD 20°C 230 242 66 10 mM caffeine 20°C 230 235 72 0.1699 3.1% no effect
30mM caffeineBD 20°C 4.0 160 16 30 mM caffeine 20°C 4.0 1.0 186 1.17E05 -15.8% decreased
5 mM caffeine  20°C 26.0 253 92 OmM caffeine  20°C 210 213 70 2.66E07 18.8% increased
10mM caffeine  20°C 23.0 235 72 0OmM caffeine  20°C 210 213 70 0.0061 10.4%  increased
30 mM caffeine 20°C 4.0 150 19 OmM caffeine  20°C 210 213 70 0.0012 -10.7% decreased




Table S2

Strain Genotype

N2 wild type

CF1038  daf-16(mus6) |

VC199 sir-2.1(ok434) Iv

TJ1 cep-1(gk138) 1

7G31 hif-1(ia4) v

TJ356 zI1s356([pdaf-16::daf-16-gfp; rol-6]

MQ35

Q35::YFP




